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AMENDMENTS TO THE SPECIFICATION ^I!F^'VED 

CENTRAL FAjX CENTER 

Please replace paragraph [0050] with the following paragraph: APR 2 6 2007 



[0050] The complete sequence nucleotide sequence for MIS is disclosed in U.S. Patent 
No,5,047,336, which is hereby incorporated by reference. The DNA sequences of this invention are 
selected from the group consisting of: (a) the DNA sequences 



AAGGTCG 


CGGCAGAGGA 


GATAGGGGTC 


TGTCCTG CAC 


AAACACCCCA 


CCTTCCACTC 


GGCTCACTTA 


AGGCAGGCAG 


CCCAGCCCCT 


GGCAGCACCC 


ACGATGCGGG 


ACCTGCCTCT 


CACCAGCCTG 


GCCCTAGTGC 


TGTCTGCCCT 


GGGGGCTCTG 


CTGGGGACTG 


A3GCCCTCAG 


AGCAGAGGAG 


CCAGCTGTGG 


GCACCAGTGG 


CCTCATCTTC 


CGAGAAGACT 


T3GACTGGCC 


TCCAGG CAT C 


CCACAAGAGC 


CTCTGTGCCT 


GGTGGCACTG 


GGCGGOGACA 


GCAATGGCAG 


CAGCTCCCCC 


CTGCGGGTGG 


TGGGGGCTCT 


AAGCGCCTAT 


GAGCACG C CT 


TCCTGGGGGC 


CGTGCAGAGG 


GCCCGCTGGG 


GCCCCCGAGA 


CCTGGCCACC 


TTCGGGGTCT 


GCAACACCGG 


TGACAGGCAG 


GCTGCCTTGC 


CCTCTCTACG 


GCGGCTGGGG 


GCCTGGCTGC 


GGGACCCTGG 


GGGGCAGCGC 


CTGGTGGTCC 


TACACCTGGA 


GG AAG3TATG 


TGGGGCCCAG 


CCCCAAGCTT 


GGCACCGCCG 


TCTTCCTTCA 


GGTGGGCOGG 


GTCCTCCTAG 


GGAAGATCAG 


GGGCTGGCAG 


AGCCCCCACC 


CTGGGCAGGG 


AGGCTGTGGT 


CTTGTTCCTA 


GGACTGGGTT 


GCGGGTCCGT 


GGCCTGGAAG 


GTGGGCACCA 


CACTCTGTCC 


TGTCCCCGAA 


GCCCAGCTCT 


TAGACTTGCC 


CCTGCCTCGG 


TGCCAGGGAG 


AGASCTGCTG 


CCTTCTCCCC 


ACCCCTGAAG 


ACGACGCAGG 


GCTCGGGGCC 


AGTGGAACCC 


TTCTTCCCAC 


AGCCCCAGCC 


TGTTCTCAGG 


GCCGCTGGCC 


TAAGATACTC 


CCTGCGGGGA 


AGG3G CTTCA TCGGGCACCC 


CAACCCAGAG 


ACCCCAGGGC 


GGCAGCCCCA 


CCCACAGCCT 


CAGACGCAGC 


CCCTGCCTGC 


CCCTGCCGTC 


ACCGCTCCCT 


GGCTGCAGGA 


A5GCAGCTAA 


GAGGGGCACC 


CTTGTCCCCC 


GCTTGAGGTC 


CCCTGCACAG 


TGGCCAGAGC 


GGCAGGGACA 


GATCCCAAAG 


ATTCCCGGGG 


GGTGTGGCCT 


TCAATGGCTC 


AGGCGTCCCC 


TGCTGTCCCG 


CCT3CAGTGA 


CCTGGGAGCC 


AACACCCTCG 


CTGAGGTTCC 


AGGAGCCCCC 


GCCTGGAGGA 


GCTGGCCCCC 


CAGAGCTGGC 


GCTGCTGGTG 


CTG TACCCTG 


GGCCTGGCCC 


T3AGGTCACT 


GTGACGAGGG 


CTGGGCTGCC 


GGGTGCCCAG 


GTACCAGGGA 


GTTGCATGGG 


GCAGTGCCCG 


GGCCGTGGCG 


GGGGGCATGA 


ATTTGTTGCA 


GGGTCTGCAG 


TACTGAGAAC 


AGCGTAGAAC 


CAGTGGCGAT 


GGGAGGAAGG 


GGACCGGTAG 


AGCGGG3CTG 


GGTAAOCCTC 


CATCCAGCCG 


GGCTGAGCCC 


TGGTCTCCGC 


AGAGCCTCTG 


CCCCTCCCGA 


GACACCCGCT 


ACCTGGTGTT 


AG CGGTGGAC 


CGCCCTGCGG 


GGGCCTGGCG 


CGGCTCCGGG 


CTGGCCTTGA 


CCCTGCAGCC 


CCGCGGAGAG 


GGTAGGTCCG 


CGTGGAGAGG 


GACGGGGAGC 


CGGGTCGACT 


GCCCCCGGGC 


CCCCAGCCCC 


TGAGCCAGCC 


GCGTGCCCAC 


CCACCGCAGA 


CTCCCGGCTG 


AGTACCGCCC 


GGCTGCAGGC 


ACTGCTGTTC 


GGOGACGACC 


ACCGCTGCTT 


CACACGGATG 


ACCCCGGCCC 


TGCTCCTGCT 


GCCGCGGTCC 


GAGCCCGCGC 


CGCTGCCTGC 


GCACGGCCAG 


CTGGACACCG 


TGCCTCTTCCC 


GCCGCCCAGG 


TGCGCGCAGG 


CACCGGGACA 


CGGGGCAGGA 


GCGGGCGGGG 


GCGGCGTGGC 


CTCGTGGCCG 


CTCTCAACTC 


CTCCAATTGC 


GGGTTCCAGG 


CCATCCGCGG 


AACTCGAGGA 


GTCGCCACCC 


AGCGCAGACC 


CCTTCCTGGA 


GACGCTCACG 


CGCCTGGTGC 


GGGCGCTGCG 


GGTCCCCCCG 


GCCCGGGCCT 


CCGCGCCGCG 


CCTGGCCCTG 


GATCCGGACG 


CGCTGGCC3G 


CTTCCCGCAG 


GGCCTAGTCA 


ACCTGTCGGA 


CCCCGCGGCO 


CTGGAGCGCC 


TACT CGACGG 


CGAGGAGCCG 


CTGCTGCTGC 


TGCTGAGGCC 


CACTGCGGCC 


ACCACCGGGG 


ATCCTGCGCC 


CCTGCACGAC 


CCCACGTCGG 


CGCCGTGGGC 
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CACGGCCCTG GCGCGCCGCG TGGCTGCTGA ACTGCAAGCG GCGSCTGCCG AGCTGCGAAG 
CCTCCCGGGT CTGCCTCCGG CCACAGCCCC OCTGCTG5CG CGCCTGCTCG CGCTCTGCCC 
AGGRGGCCCC GGCGGCCTCG GCGATCCCCT GCGAGCGCTG CTGCTCCTGA AGGCGCTGCA 
GGGCCTCCGC GTGGAGTGGC GCGGGCGGGA TCCGCGCGGG CCGGGTCGGG CACAGCGCAG 
CGC3GGGGCC ACCGCCGCCO ACGGGCCGTG CGCGCTGZGC GAGCTCAGCG TAGACCTCCG 
CGCCGAGCGC TCCGTACTCA TCCCCGAGAC CTACCAGGCC AACAATTGCC AGGGCGTGTG 
C3GCTGGCCT CAGTCCGACC GCAACCCGCG CTACGGCAAC CACGTGGTGC TGCTGCTGAA 
GATGCAGGCC CCTGGGGCCG CCCTGGCGCG CCCACCCTGC TGCGTGCCCA CCGCCTACGC 
GGGCARGCTG CTCATCAGCC TGTCGC-AGGA AC G CATC AG C GCGCACCACG TGCCCAACAT 
GGTGGCCACC GAGTGTGGCT GCCGGTGACC CCTGCGCCGC GCGGACTCCT GCCCCGAGGG 
TCCGGACGCG CCCCAGCTCG CGCCCCTTCC CATATTTATT CGGACCCCAA GCATCGCCCC 
AATAAAGACC AGCAAGC 

(the sequence of the human gene) (SEP ID NO: D: 









AGCACCC 


ACGATGCGGG 


ACCTGCCTCT 




I .Ala IXJt. 


TGTCTG CCCT 


GGGGGCTCTG 


CTGGGGACTG 


AJGG CC CTCAG 








CCTCATCTTC 


CGAGAAGACT 


TGGACTGGCC 


1 «_ CAGGC ATC 


C L A C AAGAvj C 


CTCTGTGCCT 


GGTGGCACTG 


GGCGGGGACA 


GCAATGGCAG 


CAGCTCCC^C 


CTGCGGGTGG 


TGGGGGCTCT 


AAGCGCCTAT GAGCAGGCCT 


TCCTGGGGGC 


CGTGCAGAG B 


GCCCGCTGGG 


GCCCCCGAGA 


CCTGGCCACC 


TTCGGGGTCT 


GCAACACCGG 


TGACAGGCAG 


GCTGCCTTGC 


CCTCTCTAOG 


GCGGCTGGGG 


GCCTGGCTGC 


GGGACCCTGG 


GGGGCAGCGC 


CTGGTGGTCC 


TACACCTGGA 


GGAAGGTATG 


TGGGGCCCAG 


CCCCAAGCTT 


GG CACCGC CG 


TCTTCCTTCA 


GGTGGGCCGG 


GTCCTCCTAG 


GGAAGATCAG 


GGG CTGG CAG 


AGCCCCCACC 


CTGGGCAGGG 


AGGCTGTGGT 


CTTGTTCCTA 


GGACTGGGTT 


GCGGGTCCGT 


GG CCTGGAAG 


GTGGGCACCA 


CACTCT GTCC 


TGTCCCCGAA 


GCCCAGCTCT 


TAGACTTGCC 


CCTGCCTCGG 


TGCCAGGGAG 


AGAGCTGCTG 


CCTTCTCCCC 


ACCCCTGAAG 


ACGACGCAGG 


GCTCGGGGCC 


AGTGGAAC C C 


TTCTTCCCAC 


AGCCCCAGCC 


TGTTCTCAGG 


GCCGCTGGCC 


TAAGATACTC 


CCTGCGGGGA 


AGGGGCTTCA 


TCGGGCACCC 


CAACCCAGAG 


ACCCCAGGGC 


GGCAGCCCCA 


CCCACAGCCT 


CAGACGCAGC 


CCCTGCCTGC 


CCCTGCCGTC 


ACCGCTCCCT 


GGCTGCAGGA 


AGGCAGCTAA 


GAGGGGCACC 


CTTGTCCCCC 


GCTTGAGGTC 


CCCTGCACAG 


TGGCCAGAGC 


GGCAGGGACA 


GATCCCAAAG 


ATTCCCGGGG 


GGTGTGGCCT 


TCAATGGCTC 


AGGCGTCCCC 


TGCTGTCCCG 


GCTGCAGTGA 


CCTGGGAGCC 


AACACCCTCG 


CTGAGGTTCC 


AGGAGCCCCC 


GCCTGGAGGA 


GCTGGCCCCC 


CAGAGCTGGC 


GCTGCTGGTG 


CTGTACCCTG 


GGCCTGGCCC 


TGAGGTCACT 


GTGACGAGGG 


CTGGGCTGCC 


GGGTGCCCAG 


GTACCAGGGA 


GTTGCATGGG 


GCAGTGCCCG 


GGCCGTGGCG 


GGGGGCATGA 


ATTTGTTGCA 


G3GTCTGCAG 


TACTGAGAAC 


AG CGTAGAAC 


CAGTGGCGAT 


GGGAGGAAGG 


GGACCGGTAG 


AGCGGGGCTG 


GGTAAGCCTC 


CATCCAGCCG 


GGCTGAGCCC 


TGGTCTCCGC 


AGAGCCTCTG 


CCCCTCCCGA 


GACACCCGCT 


ACCTGGTGTT 


AGC3GTGGAC 


CGCCCTGCGG 


GGGCCTGGCG 


CGGCTCCGGG 


CTGGCCTTGA 


CCCTGCAGCC 


CCGCGGAGAG 


GGTAGGTCCG 


CGTGGAGAGG 


GACGGGGAGC 


CGGGTCGACT 


GCCCCCGGGC 


CCCCAGCCCC 


TGAGCCAGCC 


GCGTGCCCAC 


CCACCGCAGA 


CTOCCGGCTG 


AGTACCGCCC 


GGCTG CAGGC 


ACTGCTGTTC 


GGCGACGACC 


ACCGCTGCTT 


CACACGGATG 


ACCCCGGCCC 


TGCT C CTGCT 


GCCGCGGTCC 


GAGCCCGCGC 


CGCTGCCTGC 


GCACGGCCAG 


CTGGACACCG 


TGCcerrccc 


GCCGCCCAGG 


TGCGCGCAGG 


CACCGGGACA 


CGCGGCAGGA 


GCGGGCGGGG 


GCGGCGTGGC 


CTCGTGGCCG 


CTCTCAACTC 


CTCCAATTGC 


GGGTTCCAGG 


CCATCCGCGG 


AACTCGAGGA 


GTCCCCACCC 


AGCGCAGACC 


CCTTCCTGGA 


GACGCTCACG 


CGCCTGGTGC 


GGGCGCTGCG 


GGTCCCCCCG 


GCCCGGGCCT 


GCGCGCCGCG 
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CCTGGCCCTG 


GATCCGGAC G 


CGCTGGCCQG 


CTTCCCGCAG 


GGCCTAGTCA 


ACCTGTCGGA 


CCCCGCGGCG 


CTGGAGCGCC 


TACTCGACGG 


CGAGGAGCCG 


CTGCTGCTGC 


T3CTGAGGCC 


CACTGCGGCC 


ACCACCGGGG 


ATCCTGCGCC 


CCTGCACGAC 


CCCACGTCGG 


CGCCGTGGGC 


CACGGCCCTG 


GCGCGCCGCG 


TGGCTGCTGA 


ACTGCAAGCG 


GCGGCTGCCG 


AGCTGCGAAG 


CCTCCCGGGT 


CTGCCTCCGG 


CCACAGCCCC 


GCTGCTGGCG 


CGCCTGCTCG 


CGCTCTGCCC 


AGGAGGCCCC 


GGCGGCCTCG 


GCGATCCCCT 


GCGAGCGCTG 


CTGCTCCTGA 


AGGCGCTGCA 


GGGCCTGCGC 


GTGGAGTGGC 


GCGGGCGGGA 


TCCGCGCGGG 


CCGGGTCGGG 


CACAGCGCAG 


CGCGGGGGCC 


ACCGCCGCCG 


ACGGGCCGTG 


CGCGCTGCGC 


GAGCTCAGCG 


TAGACCTCCG 


CGCCGAGCGC 


TCCGTACTCA 


TCCCCGAGAC 


CTACCAGGCC 


AACAATTGCC 


AGGGCGTGTG 


CGGCTGGCCT 


CAGTCCGACC 


GCAACCCGCG 


CTACGG CAAC 


CACGTGGTGC 


TGCTGCTGAA 


GATGCAGGCC 


CGTGGGGCCG 


CCCTGGCGCG 


CCCACCCTGC 


TGCGTGCCCA 


CCGCCTACGC 


GGGCAAGCTG 


CTCATCAGCC 


TGTCGGAGGA 


ACGCAT CAGC 


GCGCACCACC 


TG CC CAAC AT 


GGTGGCCACC 


GAGTGTGGCT 


GCCGGTGACC 


CCTGCGCCGC 


GCGGACTCCT 


GCCCCGAGGG 


TCCGGACGCG 


CCCCAGCTCG 


CGCCCCTTCC 


CATATTTATT 


CGGACCCCAA 


GCATCGCCCC 



AATAAAGACC AGCAAGC 

(the sequence of human cDNA^ (SEP ID NQ:2>: 



CAAGGTCATG TCCCAGGAGG AG AT AGGG AC CGCCCTGCAC CACAAACAGC TCTGCTCCCT CTTATAAAGT AGGGCAGCCC 
AGCCCCTGGA 

AGCTCCCAGG ATGCCCGGTC CATCTCTCTC TCTGGCCCTG GTGCTGTCGG CCATGGGGGC 
TCTGCTGAGG CCAGGGACCC CCAGGGAAGA AGTCTTCAGC ACCTCAGCCT TGCCCAGGGA 



GCAGGCCACA 


GGCAGCGGGG 


CACTCATCTT 


TCAGCAAGCC 


TGGGACTGGC 


CACTCTCCAG 


TCTCTGGCTG 


CCAGGCAGCC 


CTCTGGACCC 


CCTGTGCCTG 


GTGACCCTGC 


ATGGGAGTGG 


CAACGGGAGC 


AGGGCCCCCC 


TGCGGGTGGT 


GGGGGTCCTG 


AGCAGCTACG 


AGCAGGCCTT 


CCTGGAGGCT 


GTGCGGCGCA 


CCCACTGGGG 


CCTGAGTGAC 


TTGACCACCT 


TCGCAGTGTG 


CCCCGCTGGC 


AACGGGCAGC 


CTGTGCTGCC 


CCACCTGCAG 


CGGCTGCAGG 


CATGG CTGGG 


GGAGCCCGGG 


GGGCGGTGGC 


TGGTGGTCCT 


GCACCTGGAG 


GAAGTGACGT 


GGGAGCCAAC 


ACCCTTGCTG 


AGGTTCCAGG 


AGCCTCCGCC 


TG GAG GAGCC 


AGCCCCCCAG 


AGCTGGCGCT 


GCTGGTGGTG 


TACCCAGGGC 


CTGGCCTGGA 


GGTCACTGTC 


ACCGGGGCTG 


GGCTACCTGG 


CACCCAGAGC 


CTCTGCCTGA 


CCGCGGACTC 


GGACTTCCTG 


GCCTTGCTCG 


TGGACCACCC 


GGAGGGGGCC 


TGGOGCCGGC 


CTGGGTTAGC 


CCTTACCCTG 


CGGCGCCGTG 


GAAATGGTGC 


GCTCCTGAGC 


ACTGCCCAGC 


TGCAGGCGCT 


GCTGTTCGGT 


GOGGACTCCC 


GCTGCTTCAC 


ACGAAAGACC 


CCAGCCCTGT 


TACTCTTGCT 


GCCGGCCCGO 


T CTTCGGC AC 


CGATGCCCGC 


GCACGGTCGG 


CTGGACTTGG 


TGCCCTTCCC 


GCAGCCCAGG 


GCTTCCCCGG 


AGCCAGAGGA 


GGCACCGCCC 


AGCGCTGATC 


CCTTCCTGGA 


GACTCTCACG 


CGCCTGGTGC 


GCGCGCTTGC 


GGGACCCCCG 


GCCCGAGCCT 


CGCCACCGCG 


GCTGGCCTTG 


GACCCGGGCG 


CACTGGCTGG 


TTT CC CGCAG 


GGCCAGGTCA 


ACCTGTCGGA 


CCCCGCGGCC 


CTGGAGCGCC 


TGCTGGACGG 


CG AG G AG CC G 


CTGCTGCTGC 


TGCTGCCGCC 


GACGGCAGCC 


ACCACCGGGG 


TCCCCGCAAC 


GCCGCAAGGT 


CCCAAGTCCC 


CTCTGTGGGC 


CGCGGGACTA 


GCGCGCCG3G 


TGGCTGCCGA 


GCTTCAGGCG 


GTGGCCGCCG 


AGCTGCGTGC 


CCTCCCGGGG 


CTGCCTCCAG 


CTGCCCCACC 


GCTGCTGGCG 


CGCCTG CTGG 


CACTGTGCCC 


GGGAAACCCA 


GACAGCCCCG 


GCGGCCCGCT 


GCGCGCGCTG 


CTGCTGCTCA 


AAGCGCTGCA 


GGGCCTGC3C 


GCTGAGTGGC 


GCGGGCGGGA 


GCGGAGCGGC 


TCTGCACGGG 


CGCAGCGCAG 


CGCCGGGGCC 


GCGGCTGCAG 


ACGGGCCGTG 


CGCTCTGCGT 


GAGCTGAGCG 


TAG ACCTG CG 


GGCCGAGCGC 


TCGGTGCTCA 


TCCCCGAGAC 


AT AC CAGGC C 


AACAACTGCC 


AGGGGGCCTG 


CGGCTGGCCT 


CAGTCGGACC 


GCAACCCGCG 


CTACGGCAAC 


CACGTGGTGC 


TGCTGCTAAA 


GATGCAGGCC 


CGCGGCGCCA 


CCCTGGCGCG 
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CCCGCCCTGC TGTGTGCCCA CAGCCTACAC CGGCAAGCTC CTCATCAGCC TGTCCGAGGA 
GCGCATCAGT GCGCACCACG TCCCAAACAT GGTGGCCACC GAATGCGGCT GCCGGTGACC 
TCGCGCCGTG CTCCTCGTGC TGCCCCGGCC CGTATTTATT CGGACCCCGT CATTGCCCCA 
TTAAACACGG GAAGGC 

(the sequence of the bovine gene') (SEP ID NQ:3>: 



AGCTCCCAGG ATGCC^GGTC CATCTCTCTC TCTGGCCCTG GTGCTGTCGG CCATGGGGGC 



TCT3CTGAGG 


CCA3GGACCC 


CCAGG3AAGA 


AGTCTTCAGC 


ACCTCAGCCT 


TGCCCAGGGA 


GCAGGCCACA 


GGCAGCGGGG 


CACTCATCTT 


TCAGCAAGCC 


T3GGACTG3C 


CACTCTCCAG 


TCTCTGGC7G 


CCA-3GCAGCC 


CTCTGGACCC 


CCTGTGCCTG 


GTGACCCT3C 


ATGGGAGTGG 


CAACGGGAGC 


AGG3CCCCCC 


TGCGGGTGGT 


G3GGGTCCTG 


A3CAGCTACG 


AGCAGGCCTT 


CCTGGAGGCT 


GTGCGGCGCA 


CCCACTGGGG 


CCTGAGTGAC 


TTGACCACCT 


TCGCAGTGTG 


CCCCGCTG3C 


AACC-GGCAGC 


CTGTGCTGCC 


CCACCTGCAG 


CGGCTGCAGG 


CATGC-CTGGG 


GGAGCCCG3G 


GGGCGGTGSC 


TGGTGGTCC? 


GCACCTGGAG 


GAAGTGACGT 


GGGAGCCAAC 


ACCCTTGCXG 


AGGTTCCA3G 


AGCCTCCGCC 


TGGAGGAGCC 


AGCCCCCCAG 


AGCTGGCGCT 


GCTGGCGGTG 


TACCCAGG3C 


CTGGCCTGGA 


GGTCACTGTC 


ACCGGGGCTG 


GGCTACCTGG 


CACCCA3AGC 


CTCTGCC73A 


CCGCGGACTC 


GGACTTCCTG 


GCCTTGGTCG 


TGGACCACCC 


GGAGGG3GCC 


TGGCGCCG3C 


CTGGGTTAGC 


CCTTACCCTG 


CGGCGCCGTG 


GAAATGGTGC 


GCTCCT3AGC 


ACTGCCCAGC 


TGCAGGCGCT 


GCTGTTCGGT 


GCGGACTCCC 


GCTGCTTCAC 


ACGAAAGACC 


CCAGCCCTGT 


TACTCTTGCT 


GCCGGCCCGG 


TCTTCGGCAC 


CGATGCCCGC 


GCACGGTCGG CTGGACTTGG 


TGCCCTTCCC 


GCAGCCCAGG 


GCTTCCCCGG 


AGCCAGAGGA 


GGCACCGCCC 


AGCGCTGATC 


CCTTCCTGGA 


GACTCTCACG 


CGCCTGGTGC 


GCGCGCTTGC 


GGGACCCCCG 


GCCCGAGCCT 


CGCCACCGCG 


GCTGGCCTTG 


GACCCGGGCG 


CACTGGCTGG 


TTTCCCGCAG 


GGCCAGGTCA 


ACCTGTCGGA 


CCCCGCGGCC 


CTGGAGCGCC 


TGCTGGACGG 


CGAGGAGCCG 


CTGCTGCTGC 


TGCTGCCGCC 


GACGGCAGCC 


ACCACCGGGG 


TCCCCGCAAC 


GCCGCAAGGT 


CCCAAGTCCC 


CTCTGTGGGC 


CGCGGGACTA 


GCGCGCCGGG 


TGGCTGCCGA 


GCTTCAGGCG 


GTGGCCGCCG 


AGCTGCGTGC 


CCTCCCGGGG 


CTGCCTCCAG 


CTGCCCCACC 


GCTGCTGGCG 


CGCCTGCTGG 


CACTGTGCCC 


GGGAAACCCA 


GACAGCCCCG 


GCGGCCCGCT 


GCGCGCGCTG 


CTGCTGCTCA 


AAGCGCTGCA 


GGGCCTGCGC 


GCTGAGTGGC 


GCGGGCGGGA 


GCGGAGCGGC 


TCTGCACGGG 


CGCAGCGCAG 


CGCCGGGGCC 


GCGGCTGCAG 


A2GGGCCGTG 


CGCTCTGCGT 


GAGCTGACCG 


TAGACCTGCG 


GGCCGAGCGC 


TCGGTGCTCA 


TCCCCGAGAC 


ATACCAGGCC 


AACAACTGCC 


AGGGGGCCTG 


CGGCTSGCCT 


CAGTCGGACC 


GCAACCCGCG 


CTACGGCAAC 


CACGTGGTGC 


TGCTGCTAAA 


GATGCAGGCC 


CGCGGCGCCA 


CCCTGGCGCG 


CCCGCCCTGC 


TGTGTGCCCA 


CAGCCTACAC 


CGGCAAGCTC 


CTCATCAGCC 


TGTCCGAGGA 


GCGCATCAGT 


GCGCACCACG 


TCCCAAACAT 


GGTGGCCACC 


GAATGCGGCT 


GCCGGTGACC 


TCGCGCCGTG 


CTCCTCGTGC 


TGCCCCGGCC 


CGTAT1TATT 


CGGACCCCGT 


CATTGCCCCA 


T T A AACACGG 


GAAGGC 











(the sequence of bovine cDNA') (SEQ ID NQ:4): and 



(b) DNA sequences which hybridize to the aforementioned DNA sequences and whicn^corJe'on* 
expression for a human MIS-like polypeptide or a bovjne-itke polypeptide and preferably have a 
substantia) degree of homology (more preferably, at least about 70% homology and most preferably at 
least about 80% homology) and the aforementioned DNA sequences: and 
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(c) DNA sequences which code on expression for a polypeptide code for on expression by any of 
the foregoing DMA sequences. Recombinant DNA molecules containing these DNA sequences, hosts 
transformed with them and MIS-like polypeptides coded for on expression by them are also part of this 
invention. 

The DNA sequences, recombinant DNA molecules, hosts and processes of this invention enable 
the production of MIS-like polypeptides for use in the treatment of ovarian cancer and other suitable 
cancers. 

Also within the scope of the present invention are the polypeptide selected from the group 
consisting of 

MRDLPLTSIALVLSALGALLGTEALRAEEPAVGTSGLIFREDIiD 

WPPGIPQEP^CLVALGGDSNGSSSPLR^/VGALSAYEQAFLGAVQRARWGPRDIATFGV 
C^TGDRQAAXjPSLRRLGAWLRDPGGQRLVvTjHLEEXrrWEPTPSLRFQEPPPGGAGPPE 
IALLYL.YPGPG PE VTVTRAGLPGAQS LCP SRDTRYL VLAVDRPAGAWRGS GLALTLQ P 
RGEDSR kSTARLQALL PGDDHRCFTRMTPALlL LLPRS E PAPL PAHGQIiDTVP FPP PRP 

saelebsppsadpfletltrlvralrvpparasaprlaldpdalagfpqglvnlsdpa 
alerlldgeepllixlrftaattgdpaplhdptsapwat 

LPGLPPATAPLLARLLALCPGGPGGLGDPLRAIjLLLKALQGLRVKWI^GRDPRGPGRAQ 

rsagataadgpcalrelsvdlraersvlipetyqanncqgvcgwpqsdrnprygnhvv 

IjLLKMQARGAALARPPCCT^PTAYAGKIjLXSLSEBRISAHHVPN>IVATECGCR 

(the complete amino acid sequence of human MIS protein) (SEP ID NO: 5) : 
raeepavgtsgli fredld 

wppgipqeplclvalggdsngsssplrvvgalsayeqaflgavqrarwgprdlatfgv 
cntgdrqaalpslrrlgawlrdpggqrlwlhleevtweptpslrfqepppggagppe 

LALIjVLYPGPGPEVTVTRAGLPGAQSIjCPSROTRYL^ 

RGEDSRL 5 tarlqallfgdphrcftrmtpallllprs e PAPL p ahgqldtvpf ppprp 

SAELEESPPSADFFIxETLTRLVRALRVPP 

ALERLLDGEEPLLIiLLKPTAATTGDPAPLHDPT^ 

LPGLFPATAPLLARI^ALCPGGPGGLGDPL^^ 
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RSAGATAADGPCALI^LSVDLRAERSVLIPETYQAI^CQGVCGWPQSDRNPRYGNHV 1 / 
LLLKMQARGAALAR P PCCV PTAYAG KLL ISLSEERI S AHH VPNMVATEC GCR 

(the amino acid sequence of mature human MIS protein^ (SEQ ID NO: 6); 
^3?GPSL5X»AIlVLSAMGALLRPGTPRBEVFSTSALPREQATGSGA 

LIFQQATOWPLSSLWLPGSPLDPLCLVTLHGSGNGSRAPLRWGVLSSYEQAFLEAVR 

RTHWGLSDLTTFAVCPAGNGQPVLPHLQRLQAWLGEPGGRWLVVLHLEEVTWBPTPLL 

RFQEPPPGGASPPEIAIjLVVYPGPGLEVT\rK3AGIjPGTQSLCIiTADSDFI^ 

GAWRRPGLALTLRRRGNGALLSTAQLQALLFGADSRCFTRKTPALIiLLLPARSSAPMP 

AHGRLDLVPFPQPRASPEPEEAPPSADPFLETLTRLVRAliAGPPARASPPRIJLLDPGA 

IAGFPQGQ^/tiLSDPAALERLI^GSEPLLLLLPPTAATTGVPATPQGPKSPLWAAGIJ^ 

RVAAELQAVAAELRALPGLPPAAPPLLARLLAT^^ 

ACTRGRERSGSARAQRSAGAAAADGFCALREL5VDLRAERSVLIPETYQANNCQGACG 
WPQSDRNPRYGNHVVLLLKMQARGATLARPPCCVPTAYTGKLLISLSEERISAHHVPN 
MVATECGCR 

(the complete ammo acid sequence of bovine MIS protein) fSEQ ID NO: 7): 
REEVFST S ALPREQATG SGA 

lilFQQAWDWPLSSLWLPGSPLDPLCLVTLHGSGNGSRAPLRWGVLSSYEQAFLEAVR 

RTHWGLSDLTTFAVCPAGNGQPVLPHLQRLQAWLGEPGGRKLWLHLBEVTWEPTPLL 

RFQEPPPGGASPPEIiAIjLVWPGPGLEVTWGAGLPGTQSLCLTADSDFLALVVDHPE 

GAWRRPGLALTLRRRGKGALLSTAQIiQALLFGADSRCFTRKTPALiLLLLPARSSAPMP 

AKGRLDLVPFPQPRASPEPEEAPP5ADPFLETLTRLVRAIAGPPARASPPRLALDPGA 

IAGFPQGQVNLSDPAALERLLDGEBPLLLLLPPTAATTGVPATPQGPICSPIiWAAGLAR 

RVAASLQAVAABLRALPGLPPAAPPLIiARLLALCPGNPDSPGGPLRAIiLLLKALQGLR 

AEWRGRERSGSARAQRSAGAAAADGPCALRELSVDLRAERSVljXPETYQAN^ 

WPQSDRNPRYGNHWLI^mQARGATIJ^PPCCVPTAYTGKLLISLSEERISAHHVPN 

MVATBCGCR 
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fthe amino acid sequence of mature bovine MIS protein) (SEP ID NO: 8^: and 

MIS-like polypeptides related thereto. 

The C- terminal amino acid and nucleotide sequences for bovine MIS are shown in FIG. 17 of U.S. 
Patent No. 5,661, 126, which is hereby incorporated by reference in its entirety. Fig. 37 shows the amino 
acid fSEO ID NQ:2. her ein referred to as SEP ID NP:9) and nucleotide (SEP ID NO: 1. herein referred to 
as SEP ID NO:l(» sequences of bovine MIS C-fragment. having about 109 amino acids. The C-terminal 
amino acid and nucleotide sequences for human MIS are shown in FIG, 18 of U.S. Patent No. 5,661, 126. 
Fig 18 shows the amino acid fSEP ID NO:4. herein referred to as SEP ID NO:l H and nucleotide (SEP 
ID NP:3. herein referr ed to as SEP ID NP:^ sequences of human MIS C-terminal fragment having 
about 109 amino acids. A comparison of the amino acid sequence for human and bovine MIS, showing 
the - and C- terminal domains is shown in Cate et al., Handbook of Experimental Pharmacology 95/11: 
1 84.. edited by M.B. Spoon and A.B. Roberts, Spinger-Verlag Berlin Heidelberg (1990), which are hereby 
incorporated by reference. 
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